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(54) Bfi^ro**] mmm^n^mmt/iumim 



(57) («jEW) 

[if®] ums^mnrnm/sm (percutaneo 

us transluminal coronary 
angioplasty; PTC A) m<DM&&)mmM 

^Stffl^H^F- 1 (mcp - 1 ) ®.mm 

m. 

7 ND-MCP- ljUHT-Sr^tflggi^i'*- 
(p c D N A 3 ) ^r^xJUi)^ v h) ©AJESSBtcSS 

ltJW7ND-MCP- 1 AJjflltffiatiB^CUfc 



m#j& 1 1 #»ii^H^- i (mc p - i ) mum 
m. 

i m*m 23 mc p - 1 mmmmm\ mucp-i 

t*{*. MCP- 17>^3'^l-. MCP-lF5t> 
5 1 SX« 2 StLhO fc©-c& 519^ 1 iffiCD^mR 
Ift&mS) MCP-l KSt>FMf--C7 , ?:3- 10 

[it mammae 

sOis a >{C«fcor^G-5fe©-C*-i>fS3<^ 1 ~3©t> 
-fti^ 1 3BKK©^ BSROf/XBJftRSlL 
{mo&5 3 *3»iB^H^- 1 (MCP - 1 ) flMfeffl 

[»#Jl 6 3 MC P - 1 fltt&IHffitttf. taMC P - 1 20 
£xf*. MCP - 1 T>5>^~* K MCP - 1 F5^-> 

i> 1 2 StLhCD t©-C*SSl*315 fHttO^BSK 

[IS353S73 MCP-1 KSt>h**'f^*3- 

[ 9 3 ae^*^**©jiiitTiijWBis«5Wttwj»i- 
i o 3 a^Bwa*j»wc*s«wiqi9 fats© 

[IMBOBlBfcBMIH 

[0 00 1 3 
[000 23 

MMfiSffl (percutaneous transluminal coronary anqio 
plasty; PICA) it. &M&'L&&<DmWbU : iiM&£ L 

137JA. 1 9 9950. *<A,->ijf—?)l, 

ic&z>Mmim.u. jfinr^s©it^wiDi«SfE*?i#e 
mm. %&icw*> tm*£&MM<D&m. tamw-mmn so 
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Sffty-t^io^r&fj. ^SW«:»ifii i gp ,: iE©W*^ 

Bt^©Mf«PTCAr|i)3 0-4 0% 

[0 0 0 3 3 ifi*P. *JW»*'W->#f--f *Tffl;3B 

S3n/c. t£&2 0-3 0 %©£#«:*$ 

Ut, *&«»6 ♦^J£il*3«:W»**Siec*Ci*J*^S 
(N. Enql. J. Med., 331, P489, 1994) H 

g-C 4>PT C AMi |5j^©H»3g*?r^ U T C> & (Ci r 
culation, 102 , 2593-2598 , 2000). W.tC. X^> hrt 

w»^gp(4fi:!g^©ii * m^ma 5 o ^ . at 

[0 0043 C©cfc 5 K. jk«©SM^«. 1&£X«H 

t8M. 7fUJ h5 — Catherectomy)Rc>*X > r F*9^ 
[0 00 5 3 cn£^PTCAfg©»i&£^P;5©glfi 

■c. ^-<©Effl5RKK3&is?ftonr*yt. -e©*r*. 

JJCtT UJl>*'-^-C£>£tranilast (Circulation, 90,1 
-652,1394. Circulation, 94, 1-620, 1996) RO'tng? 
^^©probucol (N. Engl. J.Med., 337, 365-372, 19 

97) icg.& mk^mmifi&mwu=.mmmm.-cw h 

&C«So-C<,>&1,>. GP lib /Ilia JSSx^. abciximab 

tt. PTCAi£«fcjgt*^lK©?Sgj»c<fc*fifofiL-r 

^ > h nm^x-mit^» x. m>z *«. * ©^m i l 

•C«+^jSS3tlS€.©-Cii^t»QAM*, 278, 479-484, 
1997). 

[0 0 0 6 3 iCof. ir*:t>J>\Z. &iSaM-PV 

#s 1 2 s a©->x ■f -i- > A^aM u -cies $ tix i> s 4> 

©«. CC«*^>ifi|i3nTI,^. 
[0 0 0 7 3 CC-y*^W>©c>io-CS>-Sm^^E3 
T- 1 (MCP-1) tt. fnit*5S6iL/tiS$ 

(3. Exp. Mad. 169, 1449-1459, 1989; 3. Exp. Med. 
169, 1485-1490, 1989; FEES lett, 244, 487-493, 198 
9) . 

[00083MCP-1 *I2&T X-UzmiS. 
3*1. $fccDNAbi'0-i>^titl,>4 (Proc. 
Natl. Acad. Sci. USA, 91, 2752-2756, 1994; Bioche 
m. Biophys. Res. Conmun. 202, 1156-1162, 1994) . 
CC-Jr-t^-O^S^iCri 

fti6nr*j!9. mcp- i^mmtccR2tmmx 



< 



(3) 

3 

[0009] D»;>X6ii, mcp- im&or zsm 

#^3fcT&C<t*$8^l//c (3. Bio. Chem. 269, 15918 
-15924, 1994) e C ft 6<£>^lt{*<D 5 % % N^ffi^6^ 

-MCP-Ht CCR2te#T£l£^tm&£#. ffl 
iaiS^^L^l\ XttF^>r*#:r^ (domi 
nant neqative) <b LTi?£MMC P-li^ v-~* 
J&SU MCP- l<Dti#£*P.I$L/c. */c, 10 

l-506005ffl«) c 
[0010] 

S^SttMStSEJH (percutaneous transluminal corona 20 
ry angioplasty; PTCA) W<D$£)&tfMW)M £ 

[0 0 1 1 ] 

[iWBtJI»T*fc»©*«] *»B#6H:, 7ND- 
MCP- l&£^*^t^?a^£- (p c D N A 3 ) 

F3fts*AS*l3fc«MIBIBrffifeStl*7ND 30 
-MCP - 1 MMflHHffgtkc LfcitL«©?l»sS*ffl 

MTzctzmmb. Mcp-iwmfmm&shwnm 

[0012] rtttofe. **m«mc p - i wmbwn 
mm-?zi><D-e$>z> 0 hcc«, mcp - immmwmo 

[0013] 40 

r*ft««FCcisS3ft4fc©rtt&^. S(*wectt> in 

MCP - ISM* #ti-i~)\,RZ?*:S2Zi-'f)V& 
fttf) . MCP- 1 T>*rf^X r (aa&c^s&fi 
»^t^»*dtf) . MCP-lF5t>F f * ^ 
(SaaomeiK^Hbdtttdtr) RV. MCP- 

>*=T=.XK F5^>F**f-^^atfCtl6*3- 50 
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[0014] «Att. t£MC P - 1 !af*». 3- Immunol 
oqy, 147, 2229-2233, 1991&CfEiS<D;£&K: <£ 0 f#£ C 

MCP-17>*^HltfMCP-l F 
5 *->F*#?- i 1 -5 0 6 00 5^ 

[0 0 1 5] *«95CC*5liTtt, SSiUTCDMCP- 

CP - l«tHE«*J*:=i- FTZi&BttmATtt 

[ 0 0 1 6 ] **Bjjtc*5l»r«, MCP-17>^^ 
XhX{JMCP-l FS:T> r*#^:/##£U< , 
*rt>7ND-MCP-l^*Lli. Mtc«. MCP 
-17>^^X hXteMCP- 1 F£:T> F**ffw 
F-TSite^»*L< , *r4>7ND-MC 
P- l*3-F^6a£^W*lA> 0 7ND-MCP 

- 1*3- Frsae^iurtt, e^mcds^js-^i 
nab, *neflE^tt©ae?-x^*jSK:<tr>rffi«t 

£ft£if£32MCP- 1*3- K«DNA<oaiiEJlJ 

[0017] ae¥-*^*rt'C«3K3-&4fc«)K:ffli>4 

««FCC|BS3ft&feor«ft< , m«pcDNA3, 
pEF-BOS, pXTlfttW7^5F^>-*« 

:/a*-£-^x Si 
CMV7 P P^^-, HSV-TK, SRa, RS 

[ooi8] ttc. mfer-zmn rtra^s-* 

-r & flis- mm<Dft^xtem<Dftmt l c&& l x ^ r «> 
i^o ae^*?ii (£<*) rtr»«s*4c<!:^pitta: 

[0 0 19] «A3ft/c7ND-MCP- 1 jf£TJ: «9 
7ND-MCP- lSa^*S3ft-CC»SC<fc©HIS 

ae^ifii«*«:i¥aFr*^5*>*EL i sa^j: 
[0020] *miomm<mi£&&±%:zihwn$& 



5 

SttffiWft ^ > £ — - > f 3 >tc J: o r 

[0021] *»w©jii«ii«*<D^i«aof/xi«eai 
snwx«#enwcctf*««to*. mcp 

(jfiL«) fefroriiOU aM. MR. Kl*. 

t». mcp- i«MBfflww*a»rafe««)©iafo <su 

81. f««ecJ:DaS*WJ-htfJ:i^. S3 20 

<D»^tt. 0 . 1 - 1 0 0 0mq£, jt&F(0iS^tt, 
0. 0 1-10 0mg£, 2 -4 jlHOCC 1 HS-^Ttltf «fc 

[0 02 2 ] 

[0 02 3] ( 1 ) 7 ND-MCP- lCDflB6«fc#Bl 
7ND-MCP- Krra-F-r*^**-:/^*? F 
tt, MCP-l*3-FtSpcDNA3^^^-^7 30 
K*iHMci/T. ttiPCRtttl^Tft«l 

^WtCcfcDK^U/Co l#e>n/c7ND-MCP-l^a 

[0 024] ( 2 ) ^;u->«»a»»pesiC'>*¥ j e 

Lie* ^ffi<D3Bm. *f^clH)BrttC7 ND-MCP- 1 
itG^F-CO. 5mq/kq+xl^ h Ptf U— 2s a >& n 
= 8) ii^tt, PBS (PBS + xU^hD#l/-S/ 
3>&, n = 7) ^ffiSLfc #ffi4ilfflfft«:. HSflx 
(HPtt5 500, lOMHz^P-^ttffl) 4ft 
ffL/c. 3BSL 2 8 BgtC^affl^fl^S 

[0 02 5]«I: 50 
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1. v^n^T-^ajH©fti«ia!l*: rtR • *B<D^^ 
a:7y-JJJfc* (RAMI 1 ^ttfflfla^/^$ffl!S^) 

7 ND-MCP- ISP (3B?1 4 ±3%, 12± 
5%) PBSBOBft 40+10%, 50 + 5 
%) &JtKLTmfC^tt*-9fc. 

2. Sf*rt*OTW»*:rt»ffiai«7ND-MCP-l 
80. 39 + 0. 0 4IW, PBS80. 65 + 0. 0 
2rnrfr*9, 7 N D -MC P - 1 STWSlC^S < ft 
«Eii3WI|Wi3tiri»fc. rt«/*«lt4>7ND-MC 
P- lStWltC^^^o/c (7 ND-MCP - lH : 

0. 2 + 0. 2, PBSgf: 0. 9±0. 2) . 

3 . Httt U ^ U > ^«WXA : ^ ^ -TCOlfiL^^S 
7ND-MCP- 182. 1±0. 1mm, PBS8 

1. 7±0. lrmfC**h 7ND-MCP- lgprPB 

4. ^-^eSftfMI: ^-^5R®t^3T- 

{ <n^-y>+^»j55ffi8l) / (fl§SfftS+i£ffiM 
ftflffil) }tt7ND-MCP-l80. 9±0. K 
PBS80. 6±0. ir»0, 7ND-MCP-18 
TrWXCC*#<. 7ND-MCP-1S*C7 , 7-^S 

[0 0 2 6 ] W±(DM*J:*9, 7ND-MCP-litfi 
-T-^AKcfc^MCP- lffite<D»»Jfc«fc'K iS^U^f 

[0 0 2 7 ] ( 3 ) / >*»«S»WSJ6* - * 4 

- >«Faw»5SjRj£«:*f r ^>7ND-Mcp-i«e 

[0 02 8] -f t^tci^ U^f 

H hPTCAffl^Vb->^7 u -^4»AL^KlM 
^->^$*^;l,£{1=j&L/c 0 *tfi<D3BlWtt&C«c 
f»B», :6*l£®SF<gK: 7 N D - MC P - 1 «£^-(— 
ift/cDO. 2 5mg/latfS:#. ItO. Smq/tatfB:^ n 
= 5) *St^« % PBS (n=5) Zffi&Ltc. 7ND 

-mc p - 1 aeT-®aswa«: 3 BtuccABfA&fflL « 

[0029] ££31 : 

1. m&tomntmm : tommm (tnd-mcp- 1 

SfO. 70 + 0. 1 Srml 2 . PBSgf2. 8±1. 3m 
m 2 ) RVAflL/4>IIRlt ( 7 N D - MC P - 1 8 : 0 . 0 
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2±0. 01, PBSSP:0. 3±0. 1)«7ND- * Jg#fc h famtfm&m&<Omtctmfc*femmt ft 

MCP-1 8FC«KfC/J\S * o /c e 0 5 £ C t «4HH L fc. 
2. v^U7r-t>aM<0«HWJ»*: rtBt- [0 03 1 ] 

P:7r-yit*tt. 7ND-MCP-1S (12 + 5 [*W©»*3 MCP- l«fiBIH«Wa. H&WeS&M 

%) PBSSf (4 3± 1 0%) tH«LT««Cil> ^>^-^» 3 > (PTCA, ^f>h, 
fc*>o/c u-1f-jflL«gfiSW) . aWMBjdi««iKWbK:» 

[0 0 3 0 J «±©*£JIU: *K 7ND-MCP-lite f£it&£lfl>f > £ — a >&C<£ -3 T£ D 4. ffi*^ 

i^SSS-CHiESti/c. C*ifc©ISi6ffltt:J:0, 7N [0 03 2] 

d - mc p - 1 aem«c<k *tSMc p - iit£^rs*io [ewsh 

SEQUENCE LISTING 

<O10> EGAS HI RA KENSUKE 

DAI I CHI FWRMOEUTICAL CO. , LTD 
<L20> Preventing and/or therapeutic agent for vascular restenosis 
<L30> P01171303 
<L40> 
<L41> 
<L60> 2 

<L70> Patentln Ver. 2.1 

<210> 1 

<2U> 279 

<212> DNA 

<213> Homo sapiens 

<400> 1 

atgaaagtct ctgccgccct tctgtgcctg ctgctcatag cagccacctt cattccccaa 60 

gggctcgctc aggtcacctg ctgttataac ttcaccaata ggaagatctc agtgcagagg 120 

ctcgcgagct atagaagaat caccagcagc aagtgtccca aagaagctgt gatcttcaag 180 

accattgtgg ccaaggagat ctgtgctgac cccaagcaga agtgggttca ggattccatg 240 

gaccacctgg acaagcaaac ccaaactccg aagacttga 279 

<210> 2 

<211> 300 

<212> DNA 

<213> Homo sapiens 

<300> 

<301> Yoshimura, T. 
Yuhki, N. 
Moore, S.K. 
Appella, E. 
Lerman, M.I. 
Leonard, E.J . 

<302> Human monocyte chemoattractant protein-1 (MCP-1) : full 

length DNA cloning, expression in mitten-stimulated 

blood mononuclear leukocytes, and sequence similarity 

to mouse competence gene JE. 
<303> FEBS Lett. 
<304> 244 
<305> 2 
<306> 487-493 
<307> 1989-02 
<400> 2 
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atqaaaqtct ctqccqccct tctqtqcctq ctqctcataq caqccacctt cattccccaa 60 
qqqctcqctc aqccaqatqc aatcaatqcc ccaqtcacct qctqttataa cttcaccaat 120 
aqqaaqatct caqtqcaqaq qctcqcqaqc tataqaaqaa tcaccaqcaq caaqtqtccc 180 
aaaqaaqctq tqatcttcaa qaccattqtq qccaaqqaqa tctqtqctqa ccccaaqcaq 240 
aaqtqqqttc aqqattccat qqaccacctq qacaaqcaaa cccaaactcc qaaqacttqa 300 
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HA17 

4C084 AA02 AA13 AA17 CA53 DC 50 
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4C085 AA13 DD62 
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